Biopsy from labia.-Sections show hyperkeratinization and flattening of the deep papillary processes. The upper part of the dermis consists of hyaline connective tissue devoid of elastic fibres, and the deeper part is heavily infiltrated with lymphocytes. The appearance resembles that found in the later stages of leukoplakia (D. M. ,.Vaux).
Vaginal smear (taken by Professor Fleming after ten weeks' treatment).-Numerous epithelial cells and no leucocytes are present. Bacilli morphologically resembling D6derlein's organism are present in large numbers. Changes are normal for post-puberty pre-menopausal phase (M. V. N. Sudds).
Previous treatment had consisted of Sitz baths, sodium bicarbonate lotions, lotio carbol detergens, Dettol cream. 10% silver nitrate, ovarian residue, and a course of daily intramuscular injections of 1 mgm. of oestradiol for a week, followed by 1 mgm. on alternate days for two weeks.
The pruritus had slightly diminished on the last treatment, which was given three months before the present treatment was instituted.
Treatment.-(1) Three intramuscular injections of 5 0 mgm. of cestradiol (50,000 international benzoate units) were given at weekly intervals. The second was followed after two days by pain and enlargement of the breasts and by slight aggravation of the pruritus. The third was followed by slight, improvement of the pruritus and local signs.
(2) One kolpon tablet (containing 0.1 mgm. cestrone=1,000 I.U. with glucose and a buffer substance yielding a pH of 4K5 on solution) was inserted per v'aginam nightly for two months.
After three days the pruritus became intermittent. The breasts diminished in size and some degree of mammary atrophy returned. After six weeks the hot flushes diminished in frequency and intensity. There was progressive improvement of local signs.
(3) For two further weeks a combined intravaginal and intramuscular therapy was given consisting of 0.1 mgm. of cestrone, in the form of kolpon, nightly, and 5 mgm. of cestradiol benzoate by weekly injections.
In addition thyroid gr. j, radiostoleum uij iij t.d.s., and luminal w-ere given at first.
Present condition (after three months' treatment).-Subjectively there is now no pruritus, even on micturition and no hot flushes.
Objectively, there are no visible fissures, the whitish areas are less definite, there is more secretion, the tissues are more elastic and the labia appear to be resuming their normal size and contour. The urethra is less inflamed.
The patient's general condition has remarkably improved; her appetite and hours of sleep have increased.
Commentary.-It is interesting that the most satisfactory method of treatment has been the combination of intravaginal and intramuscular therapy, w-hich agrees with the experience of Davis in treating a group of cases of senile vaginitis. Davis stained biopsy specimens before and after cestrogenic therapy, and so demonstrated that during 6 to 8 weeks the atrophic epithelium had reverted to the normal state associated writh active sexual life.
The quantitative dosage is important and also the route of administration. Doubtless intramuscular injections could subsequently be replaced by the oral administration of tablets. The vaginal smear is typical of the high follicular postmenstrual phase described by Papanicolaou.
(II) Dr. A. N. MACBETH By the courtesy of Dr. Brain and Dr. Peters I was able to see this case after treatment was under way.
It will probably be agreed that the atrophic condition of this woman's external genitalia was causally related to an operation which had removed one ovary and left the other out of commission. Why the external genitalia of this particular patient should have undergone a more profound morphological change than do those of the majority of ovariectomized patients, I am not competent to discuss. CEstrogenic therapy was persisted in becaiuse simple or castrational post-menopausal atrophy (an important though probably not the only factor to be considered here) is known to be a reversible process.
The aim of the parenteral cestrogenic therapy has been to supply a sufficient amiount of circulating hormone to influence all the tissues susceptible to it. It was hoped that the morphological changes in the vulva would respond adequately to this alone, but actuallv the vulvar response seemed to lag behind the mammary response.
The intravaginal therapy followed the observation of many biologists and of the gynaecologists Bernard Zondek [5] and V. B. Green-Armytage [2] that certain hormonic effects are more easily obtained by local application of the hormone (in a form which can be absorbed by the epithelium) than by its parenteral injection. The medium used here consisted of 041 mgm. cestrone in each soluble tablet, hence 0 1 mgm. was the daily dose in this instance. It might be expected from the findings of Dobszay [1] that cestrogenic hormone alone would cause the reappearance of glycogen in the epithelial cells and of a lactic ferment in the vaginal secretion resulting in an acidity favourable to the growth of a healthy bacterial flora; but the additional presence in the tablet of a considerable amount of glucose with a phosphate buffer would tend to increase the vaginal secretion and render it acid immediately and before a hormonic effect could be expected; also the dissolved therapeutic media would tend to wash away any dried secretions, whose presence would according to Nabarro [4] delay the epithelial response to cestrogenic stimuli.
Although the human female does not possess an external " sexual skin ", highly sensitive to cestrogenic stimuli, as do certain apes, it does not follow that these have no effect on the morphology and vascularity of the skin of the vulva and of the rest of the body. Unpublished observations [6, 3] suggest that the skin is rendered thicker, richer in sebaceous glands, and better vascularized; and that an atrophy of certain elements supervenes after a spontaneous, surgical, or irradiational menopause.
Discus8ion.-Dr. ELIZABETH HUNT said that the diagnosis "leucoplakia vulvoe was Puzzling, because the term seemed to be used indiscriminately for whitish lesions occurring on the normal skin of parts adjacent to the vulva, as well as for lesions on the vulva itself, whilst in dermatological textbooks the term " leucoplakia " was restricted to lesions of mucous membrane only.
The present case showed lichenification of the perineum and some small hyperkeratotic patches on the internal surfaces of the labia majora, and would probably be classified by German authors as a case of kraurosis vulvw.
The histology of leucoplakia vulvm had been first demonstrated by Mr. Victor Bonney, and in a recent article" she (the speaker) had shown that Mr. Bonney had in effect demonstrated the histology of lichen planus, and that in a large number of cases leucoplakic lesions of the vulva and adjacent surfaces were associated with lesions of lichen planus at other sites. With regard to treatment of vulval skin affections with cestrin: it had been shown experimentally that cestrogens produced a specific effect on the epithelium of the reproductive organs, in the female on those derived from the Mullerian ducts, the uterus and the vagina, in tne male on those derived from the urogenital sinus.
That small area of the vulva lying between the labia minora, and known as the vestibule, represented the vestigial remains of the urogenital sinus in the female, but skin affections of the vulva were rarely limited to this area only.
In the present case this area looked moist, but she (Dr. Hunt) could not see regeneration of other parts, namely of the stunted labia minora and the lichenified perineum.
She thought that the administration of cestrogens for skin affections of the vulva was fraught with the risk of overdosage to obtain results, and that repeated administration, which was necessary owing to reversion to the original state on withdrawal, might prove carcinogenic in some cases.
She did not advise cestrin therapy because she found that equally good results were obtainable with other therapeutic measures, the administration of which could be repeated without any risk to the patient.:
Dr. AGNES SAVILL said that for nearly ten years she had been treating cases of kraurosis by local diathermy, according to the method introduced by Dr. Cumberbatch, who had used it successfully for menopausal arthritis; his conclusion was that it inust act by stimulating ovarian secretion. She had tried it first empirically in a case of definite kraurosis vulvEein a patient aged 66, into whose vulva it had been impossible to introduce an ordinary writing pencil. After twelve treatments the condition had totally changed; when seen two years later a large speculum had been introduced easily. She (Dr. Savill) had had several equally successful cases, and now had under observation a woman aged 77, who had been in a bad state when she had come four years previously, because she did not respond to radium. To diathermy, however, she had responded quickly. She had from time to titlme little fissures, but occasionally-used diathermy kept her so well that she had arranged to have a few doses twice or thrice a year. Nothing was used locally except almond oil. She (Dr. Savill) would be afraid to employ cestrin, but there was no danger in diathermy.
Dr. W. FREUDENTHAL said that Werner Jadassohn had just published a paper in which he proved in animal experiments that a folliculin ointment produced a local but also hmematogenous specific effect.
Various conditions might appear clinically as leukoplakia, e.g. a case the sections of which were shown to him by Dr. Hunt was in his opinion histologically one of lichen sclerosus.
The PRESIDENT said that the important point was the diagnosis; he had not examined this patient. He agreed with Dr. Hunt that many of the cases called leucoplakia were really lichen planus; they must be distinguished from those of true kraurosis vulvae. The latter should respond to cestrin therapy.
Dr. PETERS (in reply) said that with reference to the diagnosis, Traussig's views had been followed. The lesions, their distribution, and microscopic appearance seemed to be typical of leukoplakia vulvee. Traussig restricted the use of the term " kraurosis " to the symptoms of narrowing of the vaginal outlet by sclerosis of the vulval ring. This frequently occurred in the later stages of leukoplakia vulve, and in this sense this case might be described as being one of leukoplakic kraurosis.
Davis suggested that the symptoms of burning and pruritis and the anatomical changes might be due to the effect of trauma and infection upon an inelastic and physiologically atrophied epithelium. Doubtless these were important factors, even if they might not be the only ones.
[ The patient, a woman aged 32, says that she had a birthmark on the side of the nose which " scaled " about twice a year for many years. For two years before she came for treatment this had been increasing in size and in the last year it had bled at times.
When seen, this lesion looked like a rodent ulcer, with a depressed centre covered with a scale, and a raised pearly-looking border. It was treated with radium and ulceration followed, but the lesion still shows a typical rodent ulcer border on the inner side, which has not been destroyed.
Over the adjacent surface of the eyelid is another lesion which has not been treated. It is about n cm. in width, has a smooth, slightly atrophic-looking, centre, surrounded by a curious white threadlike beaded border, which is continuous with the border round the rodent ulcer on the nose, forming with it a figure-of-8 on its side.
